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Claims 



Method for selecting mutated or Ol operator DNA 
sequences rrom lambdoid phages which have a different 
thermostabmity compared to the wild- type sequence 
with regard\to binding a repressor, 
wherein 

(a) a DNA cassette is prepared which contains a 
selection\ gene under the operative control of 
an expression control sequence comprising at 
least one or Oj^ operator sequence from a 
lambdoid phage and a promoter, 

(b) the operator DNA sequence is subjected to a 
mutagenesis \and 

(c) the mutated operator DNA sequences are analysed* 

Method as claimed\ in claim 1, 
wherein 



the lambdoid 
comprising th 
phage 82, phai 
DLP12 , phage 
PhiSO, phage 



igesyare selected from the group 
phajpe lambda, phage 21, phage 22, 

^24 f /phage 4 34, phage D32 6, phage 
imma,)/ phage HK022, phage P4 , phage 
li8<L, \coliphage 186 and recombinant 



variants thereoi 



Method as claimed in claim 2, 
wherein I 

the phage lambda or recombinant variants thereof 
are used. 



4 . Method claimed in claim 3 , 
wherein 

an operatbr DNA sequence from the operator regions 
Oj^ or/and\0L of the phage lambda is used. 

5. Method as qlaimed in one of the claims 1-4, 
wherein 

the E-lysis Wene from the phage PhiX174 is used as 
the selection gene. 

6. Method as claimed in one of the claims 1-5, 
wherein \ 

the operator DNA sequence is subjected to a site- 
specific mutagenesis by oligonucleotides or a 
selection is carried out in a mutator bacterial 
strain. 

7. Method as claimed\ in one of the claims 1-6, 
wherein 

the mutated operat\o3>-DNA sequences are analysed by 
determining their/^biljity to bind to a temperature- 
sensitive cl rei 




8. Method as claiSjmed fija cls^^im 7, 
wherein 

the temper atur^e-sensjj.'^ve lambda repressor cI857 is 
used. 

9. Mutated or Ol operaVtor sequences from lambdoid 
phages which have a different thermostability 
compared to the wild-type sequence with regard to 
binding of a repressor land are obtainable by a 
method as claimed in one of the claims 1-8. 
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10. MutatedXOj^ or Ol operator sequences from lambdoid 
phages which have an increased thermostability 
compared\to the wild-type sequence with regard to 
binding of a temperature-sensitive repressor and 
are obtainable by a method as claimed in one of the 
claims 1 A 8 . 



11. Mutated Oj^ dr Ol operator sequence as claimed in 
claim 10, 
wherein 

it has an apptoximately 3 - 10°C increased 
thermostability. 



12 . Mutated Op or O^ operator sequence as claimed in 
claim 10, 
wherein 

it has an approximately 7 - 9®C increased 
thermostability. 
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Mutated lambda Oo ir/^'Oj^ operator sequence as 
claimed in one of /tlhe claims 9-12, which is a 



variant of the 
SEQ ID NO. 3. 

Mutated lambda chp 
sequence shown 



op€ 



shown in SEQ ID NO.l or 



^tor sequence comprising the 
ID NO. 2. 



15 . Use of a mutated Oj^ or \0l operator sequence as 
claimed in one of the cuaims 9-14 for the 
temperature-regulated es^ression of genes in 
bacterial cells . 
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16. Use of a combination of (a) a wild-type Oj^ or Ol 
operator remLon and at least one operator region 
which contains a mutated Op or Ol operator sequence 
as claimed in\ one of the claims 9 - 14 or (b) 
several operator regions which contain mutated Oj^ 
or Ol operator\ sequences as claimed in one of the 
claims 9-14 with different thermostabilities for 
the tempera ture\-regulated sequential expression of 
genes . 

17. Use as claimed ih claim 15 or 16, 
wherein 

the bacterial ceOlls contain a gene for a cl 
repressor from lambdoid phages for the regulation 
of gene expressio^. 

18. Use as claimed in fclaim 17, 
wherein 

the bacterial cell^ contain the gene for the lambda 
CI857 repressor. 



19, 



20, 



21, 



Nucleic acid comprising 
control sequence whij<$h cc 
operator sequence a? \cla 
- 14 in operative\ lILnlt 
sequence. 



bacterial expression 
intains a mutated Oj^ or O^ 
Lmed in one of the claims 9 

with a protein-coding 



'X;laim 19, 



Nucleic acid as claj 
wherein 

the protein-coding sequdnce is a suicide gene. 

Nucleic acid as claimed i\n claim 20, 
wherein 

the expression control sec|uence contains a lambda 
Pl or Pj^ promoter. 



22. Vectoi 
whereii 

it contkins at least one copy of a nucleic acid as 
claimed \in one of the claims 19 - 21. 

23, Vector as\claimed in claim 22, 
wherein 

it is a badterial chromosomal vector. 



24. 



25. 



26, 
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Vector as c]\aimed in claim 22, 
wherein 

it is a bacterial extrachromosomal plasmid. 

Bacterial celJ^, 
wherein 

it is transformed with a nucleic acid as claimed in 
one of the claii^ 19 - 21 or with a vector as 
claimed in one or the claims 22-24. 

Bacterial cell as \claimed in claim 25, 
wherein 

it contains the nudleic kcid or the vector 



integrated into it 

Bacterial 
wherein 

it additionally cc 
from lambdoid phages 



osome. 



in claim 2 5 or 26, 
a gene for a cl repressor 



28. Bacterial cell as claimed in claim 27, 
wherein \ 

it contains the gene for the lambda cI857 
repressor. \ 
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29. Vaccine composition, 
wherein 

it contains a live bacterial cell as claimed in one 
of the claUms 26 - 28 as an active ingredient 
optionally With pharmaceutical ly acceptable 
auxiliary substances, additives and carrier 
substances . 



30. Vaccine composition, 
wherein 

it contains a bacterial ghost as the active 
ingredient optdAonally with pharmaceutically 
acceptable auxiliary substances, additives and 
carrier substances in which the bacterial ghost can 
be obtained by culturing a bacterial cell as 
claimed in one of the claims 25 - 28 at 
temperatures of 33 - 39 «C and subsequently lysing 
the bacterial celiL by increasing the temperature. 



31. Nucleic acid comprlLsing (a) a first bacterial 

expression controls sequence which contains an Oj^ or 
Ol operator sequencW from a lambdoid phage and to 
which a first cl rebressor from lambdoid phages can 
bind, in operative ifOtkage with a sequence coding 
for a second represfebr] wherein the second repressor 
cannot bind to the /ii^t jbacterial expression 
sequence and (b) a sjecoM bacterial expression 
control sequence tcLjaSilch the second repressor can 
bind in operative rinkWge ' with a suicide gene. 



32. Bacterial cell, 
wherein 

it contains at least on^ copy of a nucleic acid as 
claimed in claim 31. 
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33. Bacterial \cell as claimed in claim 32, 
wherein 

it additior\ally contains a gene for the first 
repressor , 

34. Bacterial ce\Ll as claimed in claim 32 or 33, 
wherein 

it contains tihe first bacterial expression control 
sequence of a\ mutated operator sequence as claimed 
in one of theVclaims 9-14. 

35. Bacterial cell \as claimed in one of the claims 32 - 
34 additionally\ comprising (c) a third bacterial 
expression control sequence which contains a 
mutated operatoiA sequence as claimed in one of the 
claims 9-14 in\ operative linkage with a suicide 
gene. 



36. 



37 . 



Vaccine composition , 
wherein 

it contains a liv^] 
of the claims 32 - 
optionally togetlie 
acceptable auxilA^i 
carrier substances . 




cterial cell as claimed in one 
as the active ingredient 
h pharmaceutical ly 
substances, additives and 



Use of vaccine compositions as claimed in claim 29 
or 36 as heat-sensit\ve or/and cold-sensitive safe 
live vaccines. 




